Perforating necrobiosis lipoidica: good response to adalimumab ଝ,ଝଝ
Dear Editor, Necrobiosis lipoidica (NL) is a rare granulomatous dermatosis of unknown origin, often related to diabetes mellitus (DM). 1, 2 The perforating form of necrobiosis lipoidica (PNL) is even more infrequent, affecting mainly adults between 30 and 60 years, particularly women. The clinical lesion consists of coalescing plaques, of various diameters, in the classical localization of NL. The presence of keratotic ''plugs,'' which leave small depressions in the tissue when removed, is characteristic. 2 Histologically, there is the elimination of the necrobiotic material through the follicular canal, in addition to the ''palisade'' granulomas with collagen necrobiosis.
This report details the case of a male patient, 65 years old, who referred to the appearance of papules and plaques initially in the right forearm a year ago, and three months later, in the scapular region and right leg, with pustules, edema, and erythema to proximal third of the right leg, accompanied by discreet pruritus and local discomfort. The patient has arterial hypertension and depressive disorder, and uses losartan, fluoxetine, and diosmin. He is a former smoker, while denying alcoholism and other comorbidities. The dermatological examination showed erythematous, infiltrated, annular-like plaques with ulcerated areas and fibrin on the inside of both legs, the right foot, and right arm ( Fig. 1 was negative for leprosy. The culture was negative for Histoplasma capsulatum, Paracoccidioides brasiliensis, and other fungi. The chest X-ray was unaltered, as were the right leg and foot X-ray. Histopathological examination revealed palisade granuloma, consisting of epithelioid histiocytes and multinucleated giant cells, centered by fibrinoid necrosis, with some neutrophils and signs of vascular damage in the dermis (Fig. 2 ). In the sample of the left scapular region, there was an area of epidermal perforation that communicated to the granuloma area. The search for fungi and BAAR by histochemical staining of PAS, Grocott and Ziehl-Neelsen and M. tuberculosis by polymerase chain reaction (PCR) were negative. The patient used rifampicin 300 mg 12/12 h and clindamycin 300 mg 12/12 h for ten weeks, presenting partial improvement of the lesions. Therefore, it was decided to start prednisone 20 mg per day, methotrexate 20 mg per week, folic acid 10 mg per week, and moisturizing dressing with calcium alginate and sodium and clobetasol daily. In two months of evolution, he presented little improvement, thus it was decided to initiate injections of adalimumab 40 mg weekly; after five months of evolution, the patient presented significant improvement of the lesions, remaining only with scars ( Fig. 3) .
The treatment of NL and PNL is difficult and often frustrating, 2 based on reports of few cases, due to the rarity of the disease. The literature describes a broad therapeutic arsenal, ranging from local treatments such as tacrolimus, in addition to PUVA, photodynamic therapy, and systemic anti-inflammatory drugs and immunomodulators; in this context, TNF-␣ inhibitors show good effectiveness in controlling the formation of granulomas. 1, 2 Adalimumab is a monoclonal antibody that binds to soluble TNF-␣ to prevent its interaction with TNF receptors on cell surfaces, thereby fixing the complement and inducing apoptosis in cells expressing TNF in vitro. 3 on these cases, together with this report, it is possible to understand the complex role of TNF-a in the recruitment of histiocytes and formation of granulomas, which may help to focus future prospective NL treatments on this subset of patients.
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Dear Editor,
Vulvar cancer is considered a rare disease, accounting for approximately 4% of all female genital neoplasms, and squamous cell carcinoma is the most prevalent, accounting for 90% of malignant tumors in this region, followed by melanoma. Its incidence is higher in the elderly population, with a worldwide incidence of approximately 1.8/100,000 women, increasing to 20/100,000 after the age of 75 years. 1---4 A female patient, 82 years old, from Bauru-SP, was referred to the dermatology department with complaint of pruritus and a lesion in the genital region two months previously. Hypertension, hypothyroidism, and diabetes were reported as comorbidities. Widowed 14 years ago, she denied sexual activity ever since.
On examination of the genital region, erythema and edema of the entire labia majora were found, and an ulcerative nodule approximately 1.7 cm in diameter was found in the region of the labia minora ( Fig. 1 ).
An incisional biopsy was performed, showing a welldifferentiated, invasive, ulcerated squamous cell carcinoma (Fig. 2) . HPV screening for genome amplification was negative ( Table 1 ). The patient was referred to the oncology department for treatment at a referral hospital. Squamous cell carcinoma of the vulva usually presents as a solitary nodule or ulcer on the labia majora or minora, with associated pain, bleeding, itching, odor, or discharge. Among the causative factors involved in its pathogenesis are smoking, HPV infection, and precursor lesions such as lichen-sclerotic atrophy and incipient vulvar carcinomas --now called vulvar intraepithelial neoplasms ---also related to HPV. 2 Morphological variants have been described, including basaloid and verrucoid subtypes, which are related to viral infection and are more common in the young population, whereas keratinizing variants tend to be HPV-negative and occur in elderly women. 1 The staging is performed by the TNM system. Tumors diagnosed early, up to stage T1a, can be treated only with resection of the lesion with at least 1 cm of margin, with survival rates at five and ten years around 100% and 94.7%, respectively. From the T1b stage, tumors from 2 cm with stromal invasion of at least 1 mm may require partial or total vulvectomy, with ipsilateral or bilateral lymph node dissection. Since lymphatic dissemination is the most important prognostic factor, histopathological study of regional lymph nodes is essential in cases of invasive tumors. If lymph node invasion is confirmed, chemotherapy and additional radiation therapy may be required. 3, 5 Treatment in the early stages has better results, both esthetic-functional and in terms of overall survival, presenting a high cure rate; however, it occurs in a very low percentage of women affected, since in general they seek medical services late and professionals delay in making the diagnosis.
The dermatological literature lacks of scientific articles of the neoplasms of the female genital epithelium; the present report attempts to demonstrate the importance of the anamnesis and the dermatological examination of this anatomical region in order to make an early diagnosis.
